Message

Sent: 11/1/2019 3:27:30 PM
To: Jerry Campbell [ICampbell@ramboll.com]; Harvey Clewell [HClewell@ramboll.com]
CC: Walsh, Patrick [patrick-walsh@denka-pe.com]; Thayer, Kris [/o=Exchangelabs/ou=Exchange Administrative Group

(FYDIBOHF23SPDLT)/cn=Recipients/cn=3ce4ae3f107749c6815f243260df98¢3-Thayer, Kri]; Cascio, Wayne
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=albd931ca2f84ea8ac2f4c44538f3589-Cascio, Wayne]; Jones, Samantha
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=eac77fe3b20c4667b8c534¢90c15a830-Jones, Samanthal; Lavoie, Emma
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=86ac7844f12646c095e4e9093a941623-Lavoie, Emmal; Bahadori, Tina
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=7da7967dcafb4c5bbc39c666fee3lec3-Bahadori, Tinal; Kirby, Kevin
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=cbh65672f6f34545be460a66ff6fa969-Kirby, Kevin]; Vandenberg, John
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF23SPDLT)/cn=Recipients/cn=dcae2b98a04540fb8d099f9d4dead690-Vandenberg, lohn]; Morozov, Viktor
[fo=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=03cc9abb639c453fabc2bbb3ed4617228-Morozov, Viktor]; Davis, Allen
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=a8ecee8c29¢54092b969e9547ea72596-Davis, Allen]; White, Paul
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=4e179825823c44ebbb07a9704e1e5d16-White, Paul]; Hawkins, Belinda
[/o=Exchangelabs/ou=Exchange Administrative Group
(FYDIBOHF235PDLT)/cn=Recipients/cn=075561d171e845828ec67a945663a8e6-Hawkins, Belinda]

Subject: RE: Chloroprene PBPK: Peer review charge questions

Sorry, 1 did see whare sariier in the report 117 ¢ stated thet Tomale mice were used Tor the in vive study,
had been Tocused on the resuits ssotion Tor ny

e was 123 pow in the in-vive P study, so the listing of
s should be corrscted Trom 13 pom™ . @ suggest using
.3 in the model soripls.

And per our previous emails, The lowest ex
that consentration {n the report text and Tigu
12,37 in the report, not "127 0, sines i s

~Paul

From: Schlosser, Paul

Sent: Friday, November 01, 2019 11:08 AM

To: Jerry Campbell <JCampbell@ramboll.com>; Harvey Clewell <HClewell@ramboll.com>

Cc: Walsh, Patrick <patrick-walsh@denka-pe.com>; Thayer, Kris <thayer.kris@epa.gov>; Cascio, Wayne
<Cascio.Wayne@epa.gov>; Jones, Samantha <Jones.Samantha@epa.gov>; Lavoie, Emma <Lavoie.Emma@epa.gov>;
Bahadori, Tina <Bahadori.Tina@epa.gov>; Kirby, Kevin <KIRBY.KEVIN@EPA.GOV>; Vandenberg, John
<Vandenberg.John@epa.gov>; Morozov, Viktor <Morozov.Viktor @epa.gov>; Davis, Allen <Davis.Allen@epa.gov>;
White, Paul <White.Paul@epa.gov>; Hawkins, Belinda <Hawkins.Belinda@epa.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

Jarry, Harvey, atl

o

First 04 guestions, @

In the model repori section on plethysmography, the average ventilabion measured i 858 2 wl/min in 22 ¢
miga,  The §PC ts then caloulsted using an asssumed ratio of 2/3 for alvesiar/total ventilat right? |
can mateh 38 4 L/h/bwd/4 given that value,  Angd from that | confive 00 = 27 2 L/h/be ™00 75, using the ratis

of 1. 45
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First au@gﬁ“&n: But in Frmouss In¥ivo. R we have!
parms { AP I B dmeasured in tém sty
parme TR - CB 0 BY/0 Ratio Mard 2008

8
Whare dogs OGP0 = 37 8 ocome Tram?  {The &@C corresponds to V0 = 145, glven that. )

551 b

e B )

Téw report notes that Q00 = '? 2 i3 olosse to the value obtainsd Trom the Marvino DOM study, 2407 But 272
is & ot largsr th»m tha valus ﬁ?é&‘(ﬁ for internal metric calcuiations, 2001 Is it roaszonabls to sxpest that

hszémaés in & nose-only systam wi have cardias output {and respiration) 35% highsr than thoss in tox study

sxposures?

&

Socond, Table 5-1 lists B¥s for mice and rats as 0,903 and §.25 kg, oiting Hrown et al . sams ‘a‘éﬁif’i“st far
males and females b the IVIVE caloulations (Supp [N use 4035 and O Gﬁ kg T 8 wia mics, am

iP. 33 and 045 kg far female sa’* male rats, respectively.  The discrepancy vs. tﬁe ais! J( valus rangs Trom 17%

T B% Are thess study-specitio ?%%c amﬁ it sn, whiah g{}efi“?ia: study? 1 think they shouid be the Bis for
the animals from whic fgoted for the in vitro studiss, bul this shouid be statsd in the
spreadsheet comments, %anever, E sa@é{f&d %:zu‘t didny’ 1t ses E‘y‘ss in Himmsistain st al.

The _metric soripts use the defTault BY valuss in Table 5-1 8o BY0 75 scaling is then being ussd to soale
meta o the standard BW used to calculats the internal melrics, or 72 g of the animais ussd in the in
vive dos m‘etﬂy studyv,  (Thosze wsrs Thig isn’ % said in the report)}

Hote! T we have study-specific BY values Tor The Tox studies being analyzsad, s should be used rather
Than default B¥s.  © don’ © think this needs to be done in the report, since what’ ¢ baing shown are sxamnis

caloulalions, e :«zrm" toat the point of Tull s extrapoiation Byt T EPA doss use the model, study-
specitic animal Bis d be more approntiats

~Paul

From: Jerry Campbell <{Camphell@ramboll.com>

Sent: Wednesday, October 30, 2019 11:24 AM

To: Schlosser, Paul <&chiosser. Paul@epa.gov>; Harvey Clewell <HClewell@rambolicom>

Cc: Walsh, Patrick <patrick-walsh@denka-pe.com>; Thayer, Kris <thayer. kris@®epa.gov>; Cascio, Wayne

<Casclio. Wavne@epa.gov>; Jones, Samantha <ones. Samantha@ena.goy>; Lavoie, Emma <Lavoiz Emmadiena.gov>;
Bahadori, Tina <8ahadori. Tina@epa.gov>; Kirby, Kevin <gIRBY.REVIN@EPA.GOYV>; Vandenberg, John
<Vandenberg lohn@epa.pov>; Morozov, Viktor <Morazov Viktor@epa.mov>; Davis, Allen <Cavis. Allen@ena.gov>;
White, Paul <White Paul@epa.gov>; Hawkins, Belinda <Mawkins. Relinda@®ena.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

Paul,

You were correct. The sensitivity runs had been completed in the acslX version and the files had not been included. I've
created the scripts that run each of the three sensitivity simulations and a spreadsheet that includes the SA coefficients
calculations and bar charts for the report. The zip file name is chloroprene_model SA.zip and you can download it from
the dropbox folder where we shared the model files. The scripts should run in the version of the model you have. Let me
know if you have any questions or if something was off when you tried to run the files.

Regards,

Jerry Campbell

Managing Consultant
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D 919-765-8022

Ramboll

3214 Charles B. Root Wynd
Suite 130

Raleigh, NC 27612

USA

From: Schlosser, Paul <Schiosser.Paul@epa.gov>

Sent: Friday, October 11, 2019 4:58 PM

To: lerry Campbell <}Campbel@rambeoll com>; Harvey Clewell <HClewell@ramboll.com>

Cc: Walsh, Patrick <patrick-walshi@denka-pe.con>; Thayer, Kris <thayer kris@epa.goyv>; Cascio, Wayne

oy

Bahadori, Tina <Balwadori. Tina@epa.gov>; Kirby, Kevin <KIRBY.KEVINGEPA . GDYV>; Vandenberg, John
<Yandenberg lohn@epa.gov>; Morozov, Viktor <Morozov. Vikior@epa.gov>; Davis, Allen <Davis. Allenflsna.gov>;
White, Paul <White.Paul@epa.pov>; Hawkins, Belinda <Hawkins Belinda@ena.gov>

Subject: RE: Chloroprene PBPK: Peer review charge questions

Jdarry, Harvay,

PYom onot sesing soripts to run the sensitivity analvses, resuits in Figures 8§ and 7. and olot in Flgure
g HMone of these is very hard, but things add up.  Bo vou have thosse?

Also, in Table 1 and the smali table on n. 21, the lowsst pouss sxposure should be 128 pom not 124
right?

~Pat

From: Jerry Campbell <iCamphell@ramboll.com>

Sent: Wednesday, October 09, 2019 11:54 AM

To: Schlosser, Paul <Schipsser, Paul@epa.gov>; Harvey Clewell <HClswell@ramboll.com>

Cc: Walsh, Patrick <patrick-walshi@denka-pe.con>; Thayer, Kris <thayer. kris@epa.zoy>; Cascio, Wayne

<Cascio. Wavne®@epa.gov>; Jones, Samantha <lones.Samantha@epa.gov>; Lavoie, Emma <Lavois.Emmadepa.gov>;
Bahadori, Tina <Bahadori. Tina@epa.gov>; Kirby, Kevin <KIRBY. KEVIN@GEPA GOV>; Vandenberg, John

<Yandenbers John@ena.gov>; Morozov, Viktor <Morozov. Vikiordena goy>; Davis, Allen <Davis Allen@eng zovw>;
White, Paul <White Poul@epa.zov>; Hawkins, Belinda <MHawkins. Belinda@epa.gov>

Subject: RE: Chioroprene PBPK: Peer review charge questions

Paul,

You are absolutely correct. The figure you derived from the model is the correct figure for the female mouse in vivo
study. | had hoped to determine the source of the incorrect figure but | do not have a version of the model going back to
Yuching’s original model that generates the figure included in the report so | am at a loss to explain the origin. It is my

fault it wasn’t updated in the final report. | have corrected the report figure but it sounds like we should hold off on
sending you the revision in case any other questions need to be addressed as you complete your QA.

Regards,

Jerry Campbeli
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Managing Consultant

D 919-765-8022

Ramboll

6 Davis Drive

Suite 139

PO Box 13441
Research Triangle Park
NC 27709

USA

From: Schlosser, Paul <Schiosser.Paul@epa.eov>

Sent: Monday, October 7, 2019 1:34 PM

To: Harvey Clewell <HClewell@ramboll.com>; Jerry Campbell <}Campbell@ramboll.com>

Cc: Walsh, Patrick <patrick-walshi@denka-pe.con>; Thayer, Kris <thayer. kris@epa.zoy>; Cascio, Wayne
<Cascio. Wavne®@epa.gov>; Jones, Samantha <lones.Samantha@epa.gov>; Lavoie, Emma <Lavois.Emmadepa.gov>;
Bahadori, Tina <Bahadori. Tina@epa.gov>; Kirby, Kevin <KIRBY. KEVIN@GEPA GOV>; Vandenberg, John

<Yandenbers John@ena.gov>; Morozov, Viktor <Mororzov. Vikiordena gov>; Davis, Allen <Bavis. Allen@eng gow>;
White, Paul <White. Paul@epa.gzov>; Hawkins, Belinda <MHawkins. Belinda®@epa.gov>

Subject: RE: Chioroprene PBPK: Peer review charge questions

Harvey, Jderry, all,

Poassume the draft charge questions have hesn sent to vou by now | realized there’ s a mistake in the 2%
sieation in The ssoiion titied,  “Estimation of Hetsbelic Parameters Trom In ¥itro Metabolism Experiments.

E had Thought that the data fand model parametersy used were Trom male mics {data in origingl

Hiy stein papers, 2004F but [ now realize these are Temale mouse datal [ ve also run info an issus with

ran m(ﬁ using those model resuits

A biT more of an introducTion to The guestion may be helpful, pointing out that These are Temsle date and
pradigtions, but T thought siso “fhi« ray ;»w gould be heiped by showing predictions Tor both male and
Tamale mouss parameters, o demonstrate the impact of the sex diffarsnae.

Setting un To create such a plot, 1 have hit i.z;mn a Q& issue’ the results © get using Thi* aoript
Fmouse InVivo B do not wmatoh thoss shown in Flgure 4 of the rnmr“ Firat below is Figurs 4 {Jeft v
2% g The plot i ‘?i”? <»'<>+ rom just running Fw se InVive B (Filas dated 771872018} and third includss
dashed Hines wit e mouss ne*::«zimi ¢ parameters i imstlations I onm nvﬁ(“m; with the
package are 8 ;m% E ,bhi«,r t? those shown in the report, whie mé« f ike Excel plots in Tormst

Our intention was To do The 84 as the pser review contrast was being set up. 17 1 have fo complete my
review as soon as possible, so we can resolve any such disorepancies before The material s sent fo The
reviewers

~Paul

Flgure 4 (et panely Trom report
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Fmouse_ InVivo R

Mouse Study 3 Week - Day 1
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Frmouse In¥ivo R with simulations using male mouse parameters (dashed finss) added:
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From: Vandenberg, John <¥andsnbers lohniiepa.eov>

Sent: Wednesday, October 02, 2019 4:46 PM

To: Walsh, Patrick <patrick-walsh@denka-pe.com>

Cc: Thayer, Kris <thayer kris@@epa,gov>; Cascio, Wayne <{asgio. Wavne&iepa.gov>; Jones, Samantha

<Jones Ssmantha®@ena.gov>; Lavoie, Emma <Lavoie Emma@epna.gov>; Schlosser, Paul <Sehiosser. Paul@epa.pov>;
Bahadori, Tina <Babwadori. Tina@epa.gov>; Kirby, Kevin <KIRBY KEVINGEPAGDV>

Subject: Chloroprene PBPK: Peer review charge questions

Importance: High

Patrick,

We've been diligently evaluating the Ramboll report and conducting analyses related to physiologically-based
pharmacokinetic parameters and modeling of chloroprene {references below).

We are moving forward to arrange through a contractor an independent letter peer review by appropriate experts.
In addition to the Ramboll report, we are providing an EPA analysis that we wish to have peer reviewed.

Per our discussion early this summer, we are providing for your information the attached draft Charge questions that
will be addressed by the peer reviewers, plus an EPA analysis that we have developed.

Please let us know within a week (by next Wednesday) if you have any major comments on the Charge questions. We
are not seeking any comments on the EPA analysis.

Thank you,

John
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John Vandenberg, PhD

Director, Health and Environmental Effects Assessment Division
Center for Public Health and Environmental Assessment/ORD
U.S. Environmental Protection Agency/B243-01

Research Triangle Park, NC 27711

(919) 541-4527

References:

Ramboll (2019} Incorporation of in vitro metabolizm datain a physiolagically based
pharmacokinetic (PEPE) model for chloropreae.

V.S EPA 2019 In Viro to In Vive Extrapolation {(IVIVE Y of Metabolizm and Non -Enzvmatic
Conmgation of (1-chloroethenvlioxirane (1-CEQ) and Estimation of Total 1-CEQ
Clearancs tn the Liver and Lung of Mice, Rats, and Humans
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